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DETAILED ACTION 

Applicant's election with traverse of group III, now claims 6, 8, and 10, directed to 
a phamiaceutical composition comprising an antagonist of hLRTM4 gene transcript, 
wherein the antagonist is an antisense polynucleotide, and a pharmaceutically 
acceptable vesicle, diluent or carrier, in the reply filed on 6/15/07 is acknowledged. 

Applicant argues that the special technical feature of the instant invention is the 
discovery of hLRTM4 and its roles in liver regeneration and Gl cancers, as well as the 
ability of hLRTM4 to prevent and treat liver injuries, while antagonists of hLRTM4 can 
be used to treat liver and stomach cancers. The special technical feature of claim 1 is 
directed to a phamiaceutical composition comprising at least one selected from the 
group consisting of human liver regeneration associated protein hLRTM4, a 
polynucleotide comprising the hLRTM4 gene and a polynucleotide comprising a 
degenerate sequence of the hLRTM4 gene. 

37 CFR 1.475(b) states: 

"An international or a national stage application containing claims to different 
categories of invention will be considered to have unity of invention if the claims 
are drawn only to one of the following combinations of categories: 

(1) A product and a process specially adapted for the manufacture of said 
product; or 

(2) A product and process of use of said product; or 

(3) A product, a process specially adapted for the manufacture of the said 
product, and a use of the said product; or 

(4) A process and an apparatus or means specifically designed for carrying out 
the said process; or 

(5) A product, a process specially adapted for the manufacture of the said 
product, and an apparatus or means specifically designed for carrying out the 
said process. 

37 CFR 1.475(c) states: 

"If an application contains claims to more or less than one of the combination of 
categories of invention set forth in paragraph (b) of this section, unity of invention might 
not be present." 
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37 CFR 1.475(d) also states: 

"If multiple products, processes of manufacture or uses are claimed, the first 
invention of the category first mentioned in the claims of the application and the first 
recited invention of each other categories related thereto will be considered as the main 
Invention in the claims, see PCT Article 17(3)(a) and 1.476(c)." 

37 CFR 1 .475(e) further states: 

"The determination whether a group of inventions is so linked as to form a single 
general inventive concept shall be made without regard to whether the inventions are 
claimed in separate claims or as alternative within a single claim." 

The claims are directed to more than one of the categories above. Specifically, 
the claims are directed to a pharmaceutical composition comprising at least one 
selected from the group consisting of human liver regeneration associated protein 
hLRTM4, a polynucleotide comprising the hLRTM4 gene and a polynucleotide 
comprising a degenerate sequence of the hLRTM4 gene (see claim 1); as well as to a 
method comprising administering the composition (see claim 4); as well as to a different 
pharmaceutical composition comprising an antagonist of hLRTM4 protein, gene or gene 
transcript (see claim 6); as well as to a method of administering the composition (see 
claim 9). Additionally, the claims recite multiple types of antagonists, which do not have 
unity of invention, as explained in the office action mailed on 4/17/07. Since the claims 
are directed to more than one of the combinations listed above, the instant claims do 
not have unity of invention as defined by 1.475(b). 

Applicant asserts that the Administrative Instructions, Annex B, illustrates that the 
method for determining unity of invention under PCT Rule 13.2 shall be construed as 
permitting, in particular, the inclusion of any one of the following combinations of claims 
of different categories in the same application: 
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(i) in addition to an independent claim for a given product, an independent claim 
for a process specifically adapted for the manufacture of said product, and an 
independent claim for a use of said product... 

Applicant asserts that all amended claims are directed to products or 
compositions and the uses of these products or compositions. However, as explained 
above, the instant claims do not meet the criteria because the claims are directed to 
multiple products and processes, rather than one product, a process for manufacture of 
that product, and a claim for use of that product. 

Furthermore, there Is no special technical feature as the phannaceutical 
composition of claim 6 is not novel, as explained in the rejections under 35 USC 102(b), 
below. Therefore, there is no unity of invention. 

The requirement is still deemed proper and is therefore made FINAL. 

Claims 1-5, 8, 9, and 11-15, as well as the subject matter that is not directed to 
the elected invention (antisense polynucleotide for the hLRTM4 gene transcript) are 
withdrawn from further consideration pursuant to 37 CFR 1.142(b), as being drawn to a 
nonelected inventions, there being no allowable generic or linking claim. Applicant 
timely traversed the restriction (election) requirement in the reply filed on 6/15/07. 

Newly added claim 11 is withdrawn as being drawn to a nonelected Invention 
because claim 1 1 recites that the antagonist is a small interfering RNA and therefore 
belongs with group IV. 

Newly added claims 12-15 are withdrawn as being drawn to a nonelected 
invention because claims 12-15 are directed to an isolated hLRTM4 protein or fragment 
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thereof, wherein hLRTM4 protein has a sequence of SEQ ID NO: 2; and to an isolated 
polynucleotide encoding the protein, wherein the isolated polynucleotide has a 
sequence of SEQ ID NO: 1; and to the isolated polynucleotide in an expression vector, 
and therefore belongs with group I. 

Information Disclosure Statement 
The information disclosure statement (IDS) submitted on 7/1/05 has been 
considered by the examiner. However, only the abstract could be considered in CN- 
1367179-A and WO-2004/060914-A1 because applicant has not provided a translation 
of the foreign documents. 

Specification 

If applicant desires to claim the benefit of a prior-filed application under 35 U.S.C. 
120, a specific reference to the prior-filed application in compliance with 37 CFR 1 .78(a) 
must be included in the first sentence(s) of the specification following the title or in an 
application data sheet. For benefit claims under 35 U.S.C. 120, 121 or 365(c). the 
reference must include the relationship (i.e., continuation, divisional, or continuation-in- 
part) of the applications. 

If the instant application is a utility or plant application filed under 35 U.S.C. 
1 1 1(a) on or after November 29, 2000, the specific reference must be submitted during 
the pendency of the application and within the later of four months from the actual filing 
date of the application or sixteen months from the filing date of the prior application. If 
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the application is a utility or plant application which entered the national stage from an 
international application filed on or after November 29, 2000, after compliance with 35 
U.S.C. 371, the specific reference must be submitted during the pendency of the 
application and within the later of four months from the date on which the national stage 
commenced under 35 U.S.C. 371(b) or (f) or sixteen months from the filing date of the 
prior application. See 37 CFR 1 .78(a)(2)(ii) and (a)(5)(ii). This time period is not 
extendable and a failure to submit the reference required by 35 U.S.C. 1 19(e) and/or 
120, where applicable, within this time period is considered a waiver of any benefit of 
such prior application(s) under 35 U.S.C. 1 19(e), 120, 121 and 365(c). A benefit claim 
filed after the required time period may be accepted if it is accompanied by a grantable 
petition to accept an unintentionally delayed benefit claim under 35 U.S.C. 1 19(e), 120, 
121 and 365(c). The petition must be accompanied by (1) the reference required by 35 
U.S.C. 120 or 1 19(e) and 37 CFR 1.78(a)(2) or (a)(5) to the prior application (unless 
previously submitted), (2) a surcharge under 37 CFR 1.17(t), and (3) a statement that 
the entire delay between the date the claim was due under 37 CFR 1.78(a)(2) or (a)(5) 
and the date the claim was filed was unintentional. The Director may require additional 
information where there is a question whether the delay was unintentional. The petition 
should be addressed to: Mail Stop Petition, Commissioner for Patents, P.O. Box 1450, 
Alexandria, Virginia 22313-1450. 

If the reference to the prior application was previously submitted within the time 
period set forth in 37 CFR 1 .78(a), but not in the first sentence(s) of the specification or 
an application data sheet (ADS) as required by 37 CFR 1.78(a) (e.g., if the reference 
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was submitted in an oath or declaration or the application transmittal letter), and the 
infomiation concerning the benefit claim was recognized by the Office as shown by its 
inclusion on the first filing receipt, the petition under 37 CFR 1.78(a) and the surcharge 
under 37 CFR 1.1 7(t) are not required. Applicant is still required to submit the reference 
in compliance with 37 CFR 1 .78(a) by filing an amendment to the first sentence(s) of the 
specification or an ADS. See MPEP § 201 .1 1 . 

Priority 

Receipt is acknowledged of papers submitted under 35 U.S.C. 119(a)-(d), which 
papers have been placed of record in the file. It is noted that a translation of said papers 
has not been made of record. 

Claim Rejections ■ 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of canving out his invention. 

Claims 6, 7 and 10 are rejected under 35 U.S.C. 112, first paragraph, as failing to 
comply with the written description requirement. The claim(s) contains subject matter 
which was not described in the specification in such a way as to reasonably convey to 
one skilled in the relevant art that the inventor(s), at the time the application was filed, 
had possession of the claimed invention. This is a new matter rejection. 
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Instant claim 10 recites, "The composition of claim 7, wherein the antagonist is 
the antisense polynucleotide having a length of 15-625 nucleotides." The instant 
specification does not disclose antisense polynucleotides having a length of 15-625 
nucleotides. 

The instant specification discloses an antisense expression plasmid of 
nucleotides 16-625 of SEQ ID NO: 1, wherein SEQ ID NO: 1 is the coding region of the 
hLRTM4 gene (see example 6, pages 13 and 14 of the instant specification). The 
antisense sequence is the antisense of SEQ ID NO: 1 from nucleotides 16 to 625 and is 
therefore 610 nucleotides in length. This is not support for a size range of 15-625 
nucleotides, but rather an antisense polynucleotide 610 nucleotides in length that is the 
antisense of nucleotides 16 to 625 of SEQ ID NO: 1 . 

Based on this example, the instant specification supports an antisense 
polynucleotide sequence that would target a gene transcript. However, the instant 
specification does not support the instant limitation wherein the antisense 
polynucleotide has a length of 15-625 nucleotides. 

Additionally, the instant specification discloses that "this invention provides a 
pharmaceutical composition, which comprises a safe and effective amount of 
antagonists of hLRTM4 protein, wherein the antagonists are selected from the group 
consisting of: (i) an antisense polynucleotide to hLRTM4 , wherein the 
polynucleotide has the antisense nucleotide sequence as shown in SEQ ID NO : 1 
and has a length of 15-625bp, and/or (ii) a specific antibody against hLRTM4, as well 
as a pharmaceutically acceptable vehicle, diluent or carrier." (see page 2 of the instant 
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specification). Tlierefore, tfie instant specification discloses the antisense 
polynucleotide disclosed in example 6, as explained above, and antisense 
polynucleotides that have the antisense nucleotide sequence as shown in SEQ ID NO: 
1 and have a length of 15-625bp, as disclosed on page 2. Although the instant 
specification at page 2 refers to antisense polynucleotides that have SEQ ID NO: 1 and 
have a length of 15-625bp, these are not antisense polynucleotides to the hLRTM4 
gene transcript, but are rather sense to hLRTM4 because they must have the sequence 
as shown in SEQ ID NO: 1 , which is the coding region of the hLRTM4 gene (as 
disclosed on page 10 of the instant specification). 

Therefore, the claim limitation "wherein the antagonist is the antisense 
polynucleotide having a length of 15-625 nucleotides" that was first introduced into the 
claims filed on 6/15/07 constitutes new matter. There is no support for this claim 
limitation in the claimed priority documents. Therefore, the effective filing date of instant 
claim 10 is considered, for purposes of prior art, to be 7/1/05, which is the filing date of 
the instant application. 

A review of the specification does not reveal support for where the instant claim 
amendment is found. Should applicant disagree, applicants are encouraged to point out 
with particularity by page and line number where such support might exist. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 
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A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claims 6, 7 and 10 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Monia et al. (US 6.316,259 B1). 

The instant claims are directed to a phamiaceutical composition comprising an 
antagonist of an HLRTM4 gene or gene transcript, wherein the hLRTM4 gene has a 
sequence of SEQ ID NO: 1 and a pharmaceutically acceptable vehicle, diluent, or 
carrier, wherein the antagonist is an antisense polynucleotide for the hLRTM4 gene 
transcript having a length of 15-625 nucleotides. 

It is noted that the only structural limitation of the instant antisense polynucleotide 
to be an antagonist for the hLRTM4 gene transcript is having a length of 15-625 
nucleotides. The instant claims do not require any specific function or level of 
complementarity to the target sequence. 

Monia et al. teach an antisense oligomer 20 nucleotides in length wherein 
nucleotide 4-10 are 100% complementary to nucleotides 606-612 of instant SEQ ID NO: 
1 (see SEQ ID NO: 87 in column 89 of Monia et al.) Furthermore, Monia et al. teaches 
a composition comprising the antisense compound and a pharmaceutically acceptable 
carrier or diluent (see claims 10 and 22). Although Monia et al. does not teach the 
antisense oligomer as being "for the hLRTM4 gene transcript" and an antagonist of 
hLRTM4 gene transcript, as instantly recited, the antisense oligomer of Monia et al. 
meets all of the structural limitations of the instant claims and therefore meets the 
criteria of being "for the hLRTM4 gene transcript" and an antagonist thereof. As stated 
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in the MPEP (see MPEP 2112), something that is old does not become patentable upon 
the discovery of a new property. 

Therefore, the instant invention is anticipated by Monia et al. 

Claims 6, 7 and 10 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Monia et al. (US 5,962,673). 

The instant claims are directed to a phamriaceutical composition comprising an 
antagonist of an HLRTM4 gene or gene transcript, wherein the hLRTM4 gene has a 
sequence of SEQ ID NO: 1 and a pharmaceutically acceptable vehicle, diluent, or 
carrier, wherein the antagonist is an antisense polynucleotide for the hLRTM4 gene 
transcript having a length of 15-625 nucleotides. 

It is noted that the only structural limitation of the instant antisense polynucleotide 
to be an antagonist for the hLRTM4 gene transcript is having a length of 15-625 
nucleotides. The instant claims do not require any specific function or level of 
complementarity to the target sequence. 

Monia et al. teach an antisense oligomer 18 nucleotides in length wherein 
nucleotide 3 and 5-18 are 100% complementary to nucleotides 458-471 and 473 of 
instant SEQ ID NO: 1 (see SEQ ID NO: 31 in column 55 of Monia et al. as well as 
SCORE Search Result File "20070803_1 31 21 0_us-1 0-541 -247-1 .sl.rge", result #99) 
Furthermore, Monia et al. teaches a composition comprising the antisense compound 
and a pharmaceutically acceptable carrier or diluent (see column 12). Although Monia 
et al. does not teach the antisense oligomer as being "for the hLRTM4 gene transcript" 
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and an antagonist of liLRTI\/l4 gene transcript, as instantly recited, tine antisense 
oligomer of Monia et al. meets all of the structural limitations of the instant claims and 
therefore meets the criteria of being "for the hLRTM4 gene transcript" and an antagonist 
thereof. As stated in the MPEP (see MPEP 21 12), something that is old does not 
become patentable upon the discovery of a new property. 

Therefore, the instant invention is anticipated by Monia et al. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Amy H. Bowman whose telephone number is (571) 272- 
0755. The examiner can normally be reached on Monday-Thursday 6:30 - 4:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Doug Schultz can be reached on (571) 272-0763. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Infomnation Retrieval (PAIR) system. Status infomiation for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Amy H. Bowman/ 
Patent Examiner 
Art Unit 1635 
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